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(54) »fSa:7nn^;t'>'y-;i'«NWP:, mf^m^m^^AUmSs. mrV'Jl'^'-M 



(57) [g*^] 

iz^-tit^^ (1) (2) ^fi^'tiT^fk^iv^mM 



(2) M2 003-55369 (P2 0 0 3-5PYA) 



I 1 ] TiB^k^ n)X'^^ ti^mm^j: y n 




(1) 

[ 2 ] tmm 1 iSmlt'T) 7 n c? ^'fUi^y -;Hi^ 
Ut2] 




(2) 

[000 1] 

(Mallotus philippensis) S0-||Si7)Jj[l^!(%t tTip-SI 
[0002] 

[0003] m^. :itii:,coru)V-^~m.^-.izM't^i& 



[0 0 04] b^^x. ^mmmt. ztLtxiiz. h 

T>^-^ y^mi:Zm-t^mmXhhr:^^:^'zyV (Mai lot 
us japonicus) £0m*C0ttbti!ri3 (ttffiJ:^^) ^^'?>t# 
^>:|X5t7Ua^'/t'i^y— ;p (phloroglucinol) 

(c, '7i?n:7r->''«iHffMl=:tiitt-l.-^'fba« (NO) 
«*ffPM?gffi. j^Jffitt-^--^ h:^-! y ( I L - 6 . TNF 
- a ) «iTOJvStt. mzii. y -y hfflKvX hmMt- 
/i,cObX^SyjSgiftJ^MS^W-r^it^l,tiiL (B 
2 1^^MSS^*2. 1 36 (2 00 

T\yJl^-mt LX^mx$)^^tcomM.^'i%X\-^h, 
[00 0 5 ] -:^F. iii[«il^60iS'ttc^S-tl>|5l«tfO^' 

XJ)\f]i^V (^^ : Mallotus philippensis) (T)^^ 
mm<r>:^^y (kamala) tmftl^B%l>Zl±. iS«(07 

^a^'ji-i^y-Mmm^^-t^ zti)mhfix\^t. 

^i-yj^i^mmzm^'-^. sO-rizWzyrjrt^ii-iy 

xh-yfz. 

[00 06] ^iT-\ *^BH(J:, ^xyyN^>Vc7)SS 
[0007] 

[iii®^»^^^!tA«o¥S] *»Be«±, Tia^t^st 

[0008] 
[-ft 3] 




(1) 

[00 09 ] tfz. :^W^\i. MiExnn^VL-v-y— ;P 

[0010] ^?^mit. Tie-fb^js: ( 2 ) -c^sn?.*? 
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[0011] 




(2) 

[0012] 2|s^0e{i. mt^y^^i/)Vi^y-)V 

[0013] 

uif)v^^j~)vtmm±. wmm^ ( i) xti ( 2 ) 
[0014] :^m^myx3'ay}Vi^/-)vmmw'ii. 7 

7.J)\ij-^V (Mallotus philippensis) cOlft^^l^S 
[0015] 9xj)\i]i^voi%UoM'^^^^^i-^ -t 

[0 0 16] ^xy^NT^^yc^lftS^fgiKL/t 
[ 0 0 1 7 ] 2|s^BB£Dfflj3!c!^fc-:5l,^Ti¥fflt:i^iBH 

-rso mm^tm%^\'c^^ ( 1 ) x 

tcfiir p-zk^'-^j t LTfflv -1. ^ i: ^^KPia-es. -s. , m 

[0018] ffliia7na:?'';lxixy-;Ht*#:S:-i-ti'*5& 



<^ffli4!^^coffi(7)ft!j^L mm. ^mi, kism. 

mm. D-i^gy, mmm. ^v-m.. mm. ^ 
m. xmm^ ^^mm^miR^ti^ . 
[0019] ^^mcomru/u^-^] mm) ^<^m$i 

:i^^x(/)mmxR-^-t^i%-^. mm. 1-3 om%, 
tftL<it2-i5 mm%x^ D . ^m-i¥^mm Ltz 
mMtLxmMtx-ni^^h^^. mm. 1-2 om 
%. if^L<{±2~i omm.%xh6. 
[00 20] *^Bj60fiLTwi.df _M{±. mm. ma. 
9m (mm) . m.A^^-^Lmn. axx/. ztt^cr,^^ 

ill. ik^mi. ik-^1fmi^zX'^xm^j:^t\ mtli. 

mmk^com^^ m^m^is-i 5mA%^^^hm 
^. mm. f&Ax: mMT^^'iio. 3-0. sg^i 

HllU^rV^LSHS^-r^. 

[ 0 0 2 1 ] ±15iOfflai3it/fflffi{4, BMCD^ 

[0022] :$:^m(OmT]y}]^^-mXli. miz. Stt 

M^^iJi. nm^omM.izm-?^im^m^mi^\. -^co 
mmi . mmmm^m^-^fz b x ^ 5 ymmmmmm^z x 
T b X ^ s ymmmmimtimm ^nxn'o. ttc. 

-{y^-y x.v3y-r ( i FN-r ) at/U*f^'J^f -y 

Y (LPS) Wmzi:h-?^r3yr-=Jt^^<r)— 

m.imm^&um'i^mmm-^fix v ^ -g. , Ltzi^-ox. 
mEmm^^. %m-^mM.i<zmi^^. TV\^-'m.m 

[0023] nrMc^ymm^yvixit^fi^i^y-fi-mm^i 

[0024] 

mmm\ ot. mmm-^mfx. ^%m^^^znm>,z 

[00 2 5] (MrfiMl ) »-?ft*tfO^'XyyN;if>y 

(Mallotus philippensis) tOJI^feSrT-b b 3 [Hil 

3. 4 2 5 gc7)ttaia:^X (jSfflai^X) ^Wz. :i<7i 
i^x^X5 0. 00 0g&70%T-fehyfcMML. 
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^ym-5i-t^Ui. 4 8. 1 9 1 g. mM:^i->l-m^t^i^ 
fi. 4. 289g. y~>l'm^ti^(:>ii. 764mg 

^^fV]B4)-<:0ig«xdfX3 9. 384 g^-ty rf-y^^ 
XLH-207>9A (07. 8X33cm) t;#L, ^ 
na^;UA : 1 : icoM-^m-C-mmLX^-^ 

l-2 0L<7)#|if4]-*^^>^-&?§mffi (A) Srf#7t. 
[0026] ±£^§ffi?g (A) iOd*>. 6-10L(7)^§ 
mWi^^fty). ^iOiSm««!f^ (29. 0440g)^ 
i^O:^ Y)Vi] yJ^ (WalLo gel C-300.fD 
mmnm. <^>6X28cm) IC#L. n-^^-)fy: 
^'C7n;^;PA=7 0 :30. 50:50. 20:80. 

0 : 1 oox'-^ix-etimtnL. ^mm^^^^hmiam. 

(B) 

[0 0 2 7] ±E?^ffi?g (B) <7)o*>. ^'nn^;PA: 

n -/\df-9-y= 5 0 : 5 OcO?§mSi-5]-^fti6. ^i7)MJE 
( 2 . 7 0 2 g ) ^S/ U^yVU;^ (Wa k o 
gel C - 3 0 0 . |D3te*iE^a». 3 X 1 0 c 
m) tC#L. n— ^^■•fy: ^'na;^;P-A = 8 0 : 2 
0. 70:30. 50:50. 0:10 0 T'-ett-fn.^ 



tiiLTV^g;. n-^^-ffi^: ^^:^^;^i»= 7 0 : 3 0 
tZb. m&^^B^mz (HX*3 1. 4mg) , zcom 

[0028] ( mmm 2 ) mmm 1 ( b ) 

aiB^^A*^. ^cTjl^JEaiffl!^ (8. 437g)&S^U 

;^?y-'l';^f5A (Wak o gel C - 3 0 0 . fn3t*>E 
m^±m. 9!>3X 1 2cm) tC#t. n-/^df^?->^ : ^'n 
nrf^;^A= 70:30. 50:50. 0:1 OOX'^tl 
■^'iimmLXy^^^ n-^dr-ify : ^^^T^;^A=5 
0 : 5 0T-cD?§aiB^^Sr*J6. «J±TTlili L^t i: .1 

^^B^'^fzbZ^. m^^B^ntz (IR»6 8. 7m 

g) <, ^cO|Sb1i{±. ^l<7)NMR(;j;.g>X^^ hyL-^^fJf 
^tcj;^. •fl:-^fe2-C*§ii:^>5llg-C-S=:^^„ i^. it-^ 
^2tf0i|ltttC'^V^T{i. «2t;^-rjl'9T-^bS. 
[0029] 

[mi] 
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^HNMRdataafcQmpouiidland2 (inCDCU, <9ppm,7 = Hz) 
Assigned protons 1 2 

2- Me X 2 1.47 (6H, s) 1 .47 (6H, s) 
aromatic Me 2.09 <3H, s) 2.08 (3H, s) 
Ar-CH2-Ar 3 .78 (2H, s) 3 .77 (2H, s) 

3- H 5.44 ( IH, d, J =9,9) 5.44 (IH, d, 7 ^.9) 

4- H 6,65 ( IH. d, / ^.9) 6.64 (IH, d, / ^,9) 
-Cli(CH3)-CFfc-CH3 3.78 ( IH) 3 .77 ( IK) 
-CH(CH2)-CH2-CH3 1,17 (3H, d, / =6.7 ) 1,17 (3H. d, J =6.7 ) 
-CH(CH3)-CI±j-CH3 L85(2H.m) l,86C2H,m) 
-CH(CH3KH2-CHa 0.92 (3H, t. J =7.5 ) 0.93 (3H, t, / =7-5 ) 
Mc (acetyl) 2,70(3H.s> 
-CH(CH3)2 3.94 (lH,m) 

-CH(CHa)2 1 .19 (3H, d, J =6.1 ) 

Chemical shifts are given in 6 valaes relative to TMS in a CDCb a solution 



^^C NMR data cf conqioiuid 1 and 2 (in CDCh, d ppm) 



Assigned carbons 


1 




2 




2-MeX2 


27.8 q 




27.8 q 




aromatic Me 


7.5 q 




7.5 q 




Ar-CHa-Ar 


15.9 1 




15.8 1 




2^C 


78.1 s 




78,1s 




3-C 


125.0 d 




125.0 d 




4-C 


117,2d 




117.2 d 




-CH(CH3)-CH2'CH3 


45.8 d 




45.8 d 




-CH(Ctfe)-CH2-CH3 


16.7 q 




16.7 q 




-CH(CH3>CH2-CIfe 


26.7 1 




26,7 1 




-CH(CH3)-CH2-i2l3 


12.0 q 




12.0 q 




CO 


210.9 s 




210.9 s 




r 


211.2 s 




204,1 s 




Me (acetyl) 


32.6 q 








-CHCCH3)2 


39^ d 








-CHCCH3)2 


19.3 q 








afomatic C, C-0 


101.9 


1553 s 


101.99 


1553 s 




103.1s 


LS53S 


103.4 s 


155.6 s 




1033 s 


158.2 s 


104.5 s 


158.2 s 




l€3As 


160.2 s 


105.0 b 


159.6 » 




104^ s 


162.1 s 


106.1s 


161.8 s 




1063 5 


162.2 s 


106.2 s 


162.1 8 



Cheoucal shifts are 0vea in 6 values relative to TMS in a CDCb a solution 



[0030] 
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e-MS im/z) 


498 (M) 


470 (M) 




484, 469, 455, 


456, 441.413, 




441, 289, 275 


289, 276495 






182,167 


HR-El-MS (m/z) 


498.22510 


470.19390 




49S.22535 


470.19405 




498 


470 








UVA^^mn(loge) 


293 (4.42) 


290(4.47) 




254 (4.80) 


252 (4.01) 




205(438) 


206 (4.45) 




3276, 2969, 


3282,2969, 




2932,2873, 


2932,2873. 




1609.1465, 


1610,1465, 




1426J382, 


1428,1366, 




1364,1278. 


1321,1279, 




1132 


1234 



[0031] {mm\3 ) bx^ 5 >mm^m%w. 

Compound4 8/'80 M^^ZXh V^Wkii^h 

bx^' 5 VTm^zmirh . mmm i o-ft-^ i m^mm 

5 0 (bX^-^ 0%fflIilJt-Sfc§<7)?lJS) (/<g 

/mL) *5t<i^S.Ii:tcj; 0. bX^5y®iMSlJS&S 

[0 0 3 2] cbx^syffigBrpiiJSsmseija] 7-8 

Bi&c7)w i s t e r^^9 ■/ h ^ ifHf*. feJfil^Hi:. BMM 

MM^^ML. 1— 2x 1 06 c e 1 1 s/mLi;5rl> 
j:dfc0. l%^jfli?tr;krs>' (BSA) ^^tf^-f 

*^mffi*i3-3 0 /z g/m 1 j; ^ 



ound4S/8 0SrjDX.. 3 7°C. 1 O^^ral-I' 

'll^:5>^Lfc±?«t0. 1 NJ^KSriSai-^c^s bx^Sy 
M^Onda^> (J.Med. Sci, 27, 93 (1978) ) 
t-ClSafS#:^ rt-rh^yy^^zJi'om&L 

PIW* (%) = { 1- (A-B) / (C-B) } X 1 
0 0 

A : ^St-fC-^^O^ffiTT'compound 48/80tCj; 

S^i.l.bx^'Sy* 

B : g%e^t:«§ix^bx^'S>'M 

C : compound 48/80^C J; >0 mM^ti^ bX ^' 5 i^i 
[0033] -fb^ifi!) 1 at^^t-^tfM 2<7)bX^ 5 >^jasitfp 



■fk^ifsai immmi ) 



-(1:^2 (IISfe^j2) 

[0034] (si]!tfei^j4 ) -mtmrnm^mm^ 

4y^—yx.x2y-r ( i FN-r ) &l^'U^''*^|J-9-v 
5*5^ K (LPS) 3\mzXh^9r3y r~-Jt^t:>cr>— 

IC50 (^g/mL) SrsRi^lxIiitCiO. bX^-S 

[0035] i-m.im.mm.M^um^wm:&^ raw 

2 64. TfflflSSr 1-5x1 05 fli/mL£7)iiJKtifflM 



I 
4 
6 
89 



C5 0 
. 3 

. 5 

. 4 5 



096RJ ) tC2 0 0//L-r-:)ii-aL. 1 Bf^. CO2 

^y^^^~9~\,zxmm^mi^^^. mw^^k^- 

fi, LPS (055:B5, Sigma) 2j«L, mo 
uselFN-r (Genzyme) 2//L, ■ 
Aul^^tZ^h. 1 6W^. CO2 ^i^^i^-^-fc 

XmmLfz. mimmt. IFN-r 0. 3 3ng/m 
L. LPS 1 00ng/mHc5:^j;-5t|)!|ML;t„ 

0. 2%\iZ^j:i,i:\,zmmhfz. C&\ \ vlab 
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i 1 i tyt3-:3V^T{iM1^tJ;l.li»tMTT)£Srtf-? mm-t^. 

fz. [00 37] -vSttS^flffi 

[00 3 6] ■ -/ y -xm^z xhn om^nm n o 2 - asrff ai t . rtm^^z ST«i4^T»js&m^ 

0 0//LSffit. 0. i%-t-7^;kx^L- 1R)^fz. 
y-JTS,ymWi.5 0)J.'L, :^)Vyr—)Vr^¥m&5 0 of inhibition) ={ l - (Sanple -No 

L^Jnx. S^StCT 1 0^^raj!t«t/i. ^)-7Be^ff-tC n) / (Control-Non) } X 1 0 0 

X51 OnmCOO. D. ^mjS.^h . S T D t^fi. ^ [0038] 1 S-Wt-^ft 2 c^-^-ftMS^^ 

K-?- b y (100, 50. 20, 10, 5, Un^b LXCD I C 5 q ^OiS:^* iXt^-To 

2, 1, OjuM) ^Mi-iTt. gtSJi. iiltM7icSrfflt>T 

IC50 (//g/mL) 
•fb^l (M4I?IJ1 ) - 1.49 

{mmm2) - 1.31 
[0039] ii^mm^ix^o ^^wMiz^tiit. ^<7)Xo^m 



(72)%0J# mn MS F^?-A(##) 4B018 MD07 MD6I ME07 MFOl 

ftiefe«K&^SI54'a^HrSf^l7000 4C062 FF13 

4C086 AAOl AA02 AA03 BA08 MAOl 
MA04 NA14 ZB13 



